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TI Preparation of lactam compounds useful as protein kinase inhibitors 
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OS CASREACT 144:412529; MARPAT 144:412529 
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II 



AB The title compds . I [ring A is (un) substituted 5-6 membered (hetero ) aryl ; Gl = 
CO, CS, S02; Yl = N or CH and Y2 = N or CR5 (provided that at least one of Yl 
and Y2 is N) ; Rl = H, alkyl, aryl, etc.; R2 = alkyl, (hetero) aryl, 
heterocyclyl; R3 = H, F, alkyl, etc.; R4 = H, F, alkyl, fluoroalkyl; or R3 and 
R4, taken together with the carbon atom to which they are attached, form 
(un) substituted 3-6 membered carbocyclyl; R5 = H, halo, N02, etc.; and their 
pharmaceutically acceptable salts], useful as inhibitors of protein kinases, 
were prepared Thus, reacting 4-dimethylaminomethylene-7-iodo-3 , 4-dihydro-lH- 
benzo [b] azepine-2 , 5-dione (preparation given) with l-(3,4- 

dimethoxyphenyl ) guanidine in the presence of K2C03 in EtOH afforded 81% II. 
Compds. I were tested against Aurora A, Aurora B, Chk-1 and PLK1 kinases (data 
given). The invention also provides pharmaceutical compns. comprising the 
compds. I and methods of using the compns. in the treatment of various 
diseases such as cancer. 

IT 884197-44-8P 884197--45-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of lactam compds. as protein kinase inhibitors) 

RN 884197-44-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 8-chloro-l- [ 3- ( 1 , 3-dihydro-l , 3-dioxo-2H- 
isoindol-2-yl)propyl] -3, 4-dihydro- (CA INDEX NAME) 



0 




RN 884197-45-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 8-chloro-l- [3- (1, 3-dihydro-l, 3-dioxo-2H- 

isoindol-2-yl)propyl] -4- [ (dimethylamino) methylene] -3, 4-dihydro- (CA INDEX 
NAME) 
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Me2N— CI 
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TI Synthesis and SAR of highly potent and selective dopamine D3-receptor 

antagonists: Quinoline (di ) one and benzazepine (di ) one derivatives 
AU Geneste, Herve; Backfisch, Gisela; Braje, Wilfried; Delzer, Juergen; 

Haupt, Andreas; Hutchins, Charles W.; King, Linda L . ; Lubisch, Wilfried; 

Steiner, Gerd; Teschendorf, Hans-Juergen ; Unger, Liliane; Wernet, Wolfgang 
CS Discovery Research, Abbott GmbH & Co. KG, Ludwigshaf en, D-67008, Germany 
SO Bioorganic & Medicinal Chemistry Letters (2006), 16(3), 658-662 

CODEN: BMCLE8; ISSN: 0960-894X 
PB Elsevier B.V. 
DT Journal 
LA English 

OS CASREACT 144:233030 

AB The synthesis and SAR of novel and selective dopamine D3-receptor antagonists 
based on a 3 , 4-dihydro-lH-quinolin-2-one, a 1, 3, 4, 5-tetrahydro-benzo [b] azepin- 
2-one, lH-quinoline-2 , 4-dione or a 3, 4-dihydro-lH-benzo [b] azepine-2, 5-dione 
scaffold are discussed. A-706149 [i.e., 1- [ 4- [ 4- [ 2-tert-butyl-6- 
(trif luoromethyl ) pyrimidin-4- yl ] piperazinyl ] butyl ] -3 , 4-dihydro-lH-l- 
benzazepine-2, 5-dione] (2.15 mg/kg, po) antagonizes PD 128907-induced huddling 
deficits in rat, a social interaction paradigm. 
IT 855782-41-1 , 1- [4- [4- [ 2-tert-Butyl-6- (trif luoromethyl ) pyrimidin-4- 
yl ] piperazin-l-yl ] butyl ] -3 , 4-dihydro-lH-l-benzazepin-2 , 5-dione 
855782-4 4-4, 1- [ 4- [ 4- [ 2-tert-Butyl-6- ( tr if luoromethyl ) pyrimidin- 4- 
yl ] piperazin-l-yl ] butyl ] -7, 8-dimethoxy-3 , 4-dihydro-lH-l-benzazepin-2 , 5- 
dione 

RL: PAC (Pharmacological activity); BIOL (Biological study) 

(preparation of [ [tert-butyl (trif luoromethyl ) pyrimidinyl ] piperazinyl ] alkyl ] q 
uinolinone and study of their activity as selective dopamine 
D3-receptor antagonists in comparison with benzazepinone and 
benzazepine dione analogs and derivs.) 
RN 855782-41-1 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- 

( trif luoromethyl ) -4 -pyrimidinyl ] - 1 -piper az iny 1 ] butyl ] -3, 4-dihydro- (CA 
INDEX NAME) 



F3C^^ N^^ Bu _ t 
RN 855782-44-4 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- 

(trif luoromethyl ) -4-pyrimidinyl ] -1-piperazinyl ] butyl] -3, 4-dihydro-7, 8- 
dimethoxy- (CA INDEX NAME) 



0 
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TI Preparation of ketolactams as dopamine D3 receptor modulators 

IN Lubisch, Wilfried; Haupt, Andreas; Braje, Wilfried; Geneste, Herve 

PA Abbott G.m.b.H. & Co. K.-G., Germany 

SO PCT Int. Appl., 100 pp. 
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CH2-CH2-CH2- 



AB Title compds. I [Rl, R2 = H, halo, alkyl, etc.; R3 , R4 = H, halo, alkyl, etc.; 
A = N with provisos; B = C(RmRn); D = alkylene with provisos; Z = 
(un) saturated monocyclic nitrogen heterocycle; Rm, Rn = H, halo, alkyl, etc.] 
and their pharmaceutically acceptable salts and formulations were prepared For 



example, N-alkylation of 3 , 4-dihydro-lH-2-benzazepin-l , 5 ( 2H) -dione with 
chloropropyl II, afforded benzazepindione III. In dopamine D3 receptor 
affinity assays, 8-examples of compds. I exhibited Ki values ranging from 56- 
296 nM. Compds. I are claimed to be particularly suited for the treatment of 
diseases that respond to the modulation of the dopamine D3 receptor. 
IT f { iO-OP, 1- [3- [4- [2-tert-Butyl-6-(trifluoromethyl)pyrimidin-4- 

yl ] piperazin-l-yl ] propyl ] -3 , 4-dihydro-lH-l-benzazepin-2 , 5 -dione 

, 1- [4- [4- [2-tert-Butyl-6-(trifluoromethyl)pyrimidin-4- 

yl ] piperazin-l-yl ] butyl ] -3 , 4-dihydro-lH-l-benzazepin-2 , 5 -dione 

855782-42-2P, 1- [ (2E) -4- [4- [2-tert-Butyl-6- 

(trif luoromethyl ) pyr imidin- 4 -y 1 ] piperazin-l-yl ] but-2-enyl ] -3 , 4-dihydro-lH- 
l-benzazepin-2 , 5-dione 855 82 14 4P, 

1- [4- [4- [ 2-tert-Butyl-6- (trif luoromethyl ) pyr imidin-4-yl ] piperazin-l- 
yl] butyl] -7, 8-dimethoxy-3 , 4-dihydro-lH-l-benzazepin-2 , 5-dione 



1- [ 4- [ 4- ( 2-tert-Butyl-6-isopropylpyrimidin-4-yl ) piperazin-l-yl ] butyl ] -3 , 4- 
dihydro-lH-l-benzazepin-2 , 5-dione 855782-54-6P 

655782-67--9P, 1- [ 4- ( 7-Propionyl-3 , 4-dihydro-lH-isoquinolin-2- 

yl) butyl] -3, 4-dihydro-lH-l-benzazepin-2, 5-dione 855782-58- OP, 

1- [4- (6-Chloro-l, 2, 4 , 5-tetrahydro-3H-3-benzazepin-3-yl ) butyl ] -3 , 4-dihydro- 

lH-l-benzazepin-2, 5-dione 855782-60-4P 855/82-61- 5P 

855782-62-6?, 1- [ 4- ( 4-Ethylpiperazin-l-yl ) butyl ] -3 , 4-dihydro-lH-l- 

benzazepin-2, 5-dione 855782 -63-7P 855782-64-8P, 

1- [ 4- (2, 4, 6-Trimethylpiperazin-l-yl) butyl] -3, 4-dihydro-lH-l-benzazepin-2 , 5- 
dione 855782-65-9P, 1- [ 4- ( 4-Propylpiperazin-l-yl ) butyl ] -3 , 4- 
dihydro-lH-benzo [b] azepin-2, 5-dione 855782-66-0P 
855782-67-1P 855782-68-2P 855782-69-3P 

855782-70-6P, 1- [ 4- ( 4-Ethylpiperazin-l-yl ) -4-oxobutyl ] -3 , 4-dihydro- 
lH-benzo [b] azepin-2 , 5-dione 855782-72-8P 855782-74-OP 
8557 82 - 7 7 - 3 p 8 5 5 7 82-79 - 5 P 8 5 5 7 8 2 - 8 2 - 0 P 



8 557 83-36- 7P, 1- [ 4- ( 4-Allylpiperazin-l-yl ) butyl ] -3 , 4-dihydro-lH-l- 
benzazepin-2 , 5-dione 855783-37-8P, tert-Butyl 

4- [ 4- ( 2 , 5-dioxo-2 ,3,4, 5-tetrahydro-lH-l-benzazepin-l-yl ) butyl ] piper a z in- 1- 
carboxylate 8 55 7 83-3 8 -9P, 

1- ( 4 -Piperazin-l-yl -butyl ) -3 , 4-dihydro-lH-l-benzazepin-2 , 5-dione 

85578 3-39-0 P 855783 --4Q--3P, 

1- [4- (Hexahydropyrrolo [1, 2-a] pyrazin-2 (1H) -yl ) butyl ] -3 , 4-dihydro-lH-l- 
benzazepin-2 , 5-dione 855783-41-4P, Benzyl 

(1R, 5R) -6- [4- (2, 5-dioxo-2, 3, 4 , 5-tetrahydro-lH-l-benzazepin-l-yl ) butyl ] -3 , 6- 
diazabicyclo [3.2.0] heptan-3 -car boxy late 655 783-42- 5P 

8 557 83-43 -6P, Benzyl (lS,5S)-6-[4-(2, 5-dioxo-2 ,3,4, 5-tetrahydro-lH- 
1-benzazepin-l-yl ) butyl ] -3 , 6-diazabicyclo [3.2.0] heptan-3 -car boxy late 



855 8 3 55 j , 1- [ 4- (Octahydropyrido [ 1 , 2-a] [ 1 , 4 ] diazepin-2- 
yl) butyl] -3, 4-dihydro-lH-benzo [b] azepin-2, 5-dione 855783-57-2P 
8 8 - , l-(4-Piperidin-l-yl-butyl)-3,4-dihydro-lH-l- 

benzazepin-2 , 5-dione Hydrochloride 855783-60-7P 



1- [4- [4- (2, 3-Dichlorophenyl) piperazin-l-yl] butyl] -3, 4-dihydro-lH- 



benzo [b] azepin-2, 5-dione 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of ketolactams as dopamine D3 receptor modulators) 
RN 855782-40-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 3- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- 

(trif luoromethyl ) -4-pyrimidinyl ] -1-piperazinyl ] propyl ] -3 , 4-dihydro- (CA 
INDEX NAME) 




RN 855782-41-1 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- 

(tr if luoromethyl ) -4-pyrimidinyl ] -1-piperazinyl ] butyl ] -3, 4-dihydro- (CA 
INDEX NAME) 




RN 855782-42-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ ( 2E) -4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- 

(trif luoromethyl ) -4-pyrimidinyl] -1-piperazinyl] -2-buten-l-yl ] -3, 4-dihydro- 
(CA INDEX NAME) 

Double bond geometry as shown. 



RN 855782-44-4 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- 

(trif luoromethyl ) -4-pyrimidinyl ] -1-piperazinyl ] butyl] -3, 4-dihydro-7, 8- 
dimethoxy- (CA INDEX NAME) 




RN 855782-45-5 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6-propyl-4- 

pyrimidinyl ] -1-piperazinyl ] butyl ] -3 , 4-dihydro-, hydrochloride (1:?) (CA 
INDEX NAME) 




•x HC1 



RN 855782-46-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 6-cyclobutyl-2- ( 1 , 1-dimethylethyl ) -4- 
pyrimidinyl] -1-piperazinyl] butyl] -3, 4-dihydro-, hydrochloride (1:?) (CA 
INDEX NAME) 




•x HC1 



RN 855782-47-7 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6-methyl-4- 

pyrimidinyl] -1-piperazinyl] butyl] -3, 4-dihydro-, hydrochloride (1:?) (CA 
INDEX NAME) 




#x HC1 



RN 855782-48-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [4- [2, 6-bis (1, 1-dimethylethyl ) -4- 

pyrimidinyl] -1-piperazinyl] butyl] -3, 4-dihydro-, hydrochloride (1:?) (CA 
INDEX NAME) 




RN 855782-49-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- ( 1 , 1-dimethylethyl ) -6- ( 1- 

methylethyl) -4-pyrimidinyl] -1-piperazinyl] butyl] -3, 4-dihydro- (CA INDEX 
NAME) 




RN 855782-54-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 6-cyclopropyl-2- ( 1 , 1-dimethylethyl ) -4- 
pyrimidinyl] -1-piperazinyl] butyl] -3, 4-dihydro- (CA INDEX NAME) 



0 




6 



■Bu-t 



RN 855782-57-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [3, 4-dihydro-7- ( 1-oxopropyl ) -2 (1H) - 
isoquinolinyl]butyl]-3, 4-dihydro- (CA INDEX NAME) 



RN 855782-58-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( 6-chloro-l , 2, 4, 5-tetrahydro-3H-3- 
benzazepin-3-yl) butyl] -3, 4-dihydro- (CA INDEX NAME) 



RN 855782-60-4 CAPLUS 

CN 6-Isoquinolinecarbonitrile, 1,2,3, 4-tetrahydro-2- [4- (2, 3, 4, 5-tetrahydro- 
2, 5-dioxo-lH-l-benzazepin-l-yl)butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA 
INDEX NAME) 

CM 1 

CRN 855782-59-1 
CMF C24 H25 N3 02 



0 




0 





CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855782-61-5 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3 , 4-dihydro-l- [ 4- ( 4-methyl-l- 
piperazinyl) butyl]-, hydrochloride (1:?) (CA INDEX NAME) 




•x HC1 



RN 855782-62-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( 4-ethyl-l-piperazinyl ) butyl ] -3, 4-dihydro- 
(CA INDEX NAME) 




RN 855782-63-7 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ 4- ( 2-methylpropyl ) -1- 
piperazinyl] butyl]-, hydrochloride (1:?) (CA INDEX NAME) 




#x HC1 



RN 855782-64-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- (2, 4, 6-trimethyl-l- 
piperazinyl) butyl]- (CA INDEX NAME) 




RN 855782-65-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3 , 4-dihydro-l- [ 4- ( 4-propyl-l- 
piperazinyl) butyl]- (CA INDEX NAME) 




RN 855782-66-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [ (3R) -3-methyl-l- 
piperazinyl] butyl]- (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 855782-67-1 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ (3R) -4-ethyl-3-methyl-l- 
piperazinyl]butyl]-3, 4-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 855782-68-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ (3S) -3-methyl-l- 
piperazinyl] butyl]- (CA INDEX NAME) 



Absolute stereochemistry. 




RN 855782-69-3 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [ (3S) -4-ethyl-3-methyl-l- 
piperazinyl]butyl]-3, 4-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855782-70-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( 4-ethyl-l-piperazinyl ) -4-oxobutyl ] -3 , 4- 
dihydro- (CA INDEX NAME) 




RN 855782-72-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [ 4- ( 1-methylethyl ) -1- 
piperazinyl] butyl] -, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 



CM 1 



CRN 855782-71-7 
CMF C21 H31 N3 02 



6 

j. 



CRN 76-05-1 
CMF C2 H F3 02 



855782-74-0 CAPLUS 

lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [ 4- ( 1-methylpropyl ) -1- 
piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 



CRN 855782-73-9 
CMF C22 H33 N3 02 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 




■C02H 



RN 855782-77-3 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ 4- ( 1-methylbutyl ) -1- 
piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855782-76-2 
CMF C23 H35 N3 02 



0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F- 




•C02H 



RN 855782-79-5 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( 4-butyl-l-piperazinyl ) butyl ] -3 , 4-dihydro- 
, 2, 2, 2-trifluoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855782-78-4 
CMF C22 H33 N3 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



RN 855782-82-0 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 1- [ 4- [ 4- ( 1-ethylpropyl ) -1-piperazinyl ] butyl ] - 
3, 4-dihydro-, 2 , 2 , 2-trifluoroacetate (1:?) (CA INDEX NAME) 

CM 1 



CRN 855782-81-9 
CMF C23 H35 N3 02 




CHEt2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 
F 

RN 855782-85-3 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( 4-cyclopenty 1-1 -piper azinyl ) butyl ] -3,4- 
dihydro-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855782-84-2 
CMF C23 H33 N3 02 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 




•C02H 



RN 855782-88-6 CAPLUS 

CN lH-l-Benzazepine-2 ,5-dione, 1- [ 4- ( 4-cyclohexyl-l -piper azinyl ) butyl ] -3 , 4- 
dihydro-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855782-87-5 
CMF C24 H35 N3 02 



0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F- 




-C02H 



RN 855782-91-1 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 1- [ 4- [ 4- (3-cyclohexylpropyl ) -1- 

piperazinyl]butyl]-3, 4-dihydro-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX 



NAME ) 



CRN 855782-90-0 
CMF C27 H41 N3 02 




c 

(' 

o 



CRN 76-05-1 
CMF C2 H F3 02 



RN 855782-93-3 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 1- [ 4- [ 4- (cyclohexylmethyl ) -1- 

piperazinyl] butyl] -3, 4-dihydro-, 2, 2, 2-trif luoroacetate (1:?) (CA INDEX 
NAME) 

CM 1 

CRN 855782-92-2 
CMF C25 H37 N3 02 



j:H 2 )4 



C 

CH2 

6 



CRN 76-05-1 
CMF C2 H F3 02 



855782-96-6 CAPLUS 
lH-l-Benzazepine-2, 5-dione, 1- [4- 
piperazinyl ] butyl ] -3 , 4-dihydro-, 
NAME ) 



- (2-cyclohexylethyl) -1- 
2, 2-trif luoroacetate (1: 



?) (CA INDEX 



CM 



1 



CRN 855782-95-5 
CMF C26 H39 N3 02 



PAGE 1-A 



CRN 76-05-1 
CMF C2 H F3 02 



F— t— C 




6 



855782-99-9 CAPLUS 

lH-l-Benzazepine-2 , 5-dione, 3 , 4-dihydro-l- [ 4- [ 4- [ (tetrahydro-2- 
f uranyl ) methyl ] -1-piperazinyl ] butyl ] -, 2, 2, 2-trif luoroacetate ( 1 : 
INDEX NAME) 



CM 



CRN 855782-98-8 
CMF C23 H33 N3 03 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 
F 

RN 855783-01-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [4- (phenylmethyl ) -1- 
piperazinyl] butyl] -, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855783-00-5 
CMF C25 H31 N3 02 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 




•C02H 



RN 855783-03-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [4- [ 2- ( lH-pyrrol-2-yl ) ethyl ] - 
1-piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855783-02-7 
CMF C24 H32 N4 02 



0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 




-C02H 



855783-05-0 CAPLUS 

lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ 4- [ 2- ( lH-imidazol-2- 

yl) ethyl] -l-piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX 

NAME) 

CM 1 

CRN 855783-04-9 
CMF C23 H31 N5 02 




RN 
CN 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-07-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ 4- [ 2- ( 2-thienyl ) ethyl ] -1- 
piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855783-06-1 
CMF C2 4 H31 N3 02 S 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-09-4 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [ 4- ( 2-methoxyethyl ) -1- 
piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855783-08-3 
CMF C21 H31 N3 03 




MeO-CH2-CH2 



CM 2 



CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-11-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [4- ( 3-methoxypropyl ) -1- 
piperazinyl] butyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855783-10-7 
CMF C22 H33 N3 03 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-13-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- ( 2-ethoxyethyl ) -1-piperazinyl ] butyl ] - 
3, 4-dihydro-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 



CM 1 

CRN 855783-12-9 
CMF C22 H33 N3 03 




EtO-CH2-CH2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




855783-15-2 CAPLUS 

lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- [ 2- (dimethylamino ) ethyl ] -1- 
piperazinyl] butyl] -3, 4-dihydro-, 2 , 2 , 2-tr if luoroacetate (1:?) (CA INDEX 
NAME) 



CRN 855783-14-1 
CMF C22 H34 N4 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-17-4 CAPLUS 

CN 1-Piperazinebutanenitrile, 4- [4- (2, 3, 4, 5-tetrahydro-2 , 5-dioxo-lH-l- 

benzazepin-l-yl) butyl] -, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 855783-16-3 
CMF C22 H30 N4 02 




NC- (CH 2 )3 



CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 




■C02H 



RN 855783-19-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ 4- [2- (2-oxo-l- 

pyrrolidinyl) ethyl] - 1 -piper az inyl ] butyl] -, 2,2, 2-trif luoroacetate ( 1 
(CA INDEX NAME) 

CM 1 

CRN 855783-18-5 
CMF C2 4 H3 4 N4 03 



0 





CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F- 




•C02H 



RN 855783-21-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [4- [ 2- ( 4-morpholinyl ) -2- 

oxoethyl] -1-piperazinyl] butyl] -, 2, 2, 2-trif luoroacetate (1:?) (CA INDEX 
NAME) 

CM 1 

CRN 855783-20-9 
CMF C24 H34 N4 04 

PAGE 1-A 




PAGE 2 -A 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— C— C02H 



RN 855783-23-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3 , 4-dihydro-l- [ 4- [ 4- [ 2-oxo-2- ( 1- 

piperidinyl ) ethyl ] -1-piperazinyl ] butyl] -, 2,2,2-trifluoroacetate (1:?) 
(CA INDEX NAME) 

CM 1 



CRN 855783-22-1 
CMF C25 H36 N4 03 



PAGE 1-A 




PAGE 2 -A 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— C— C02H 
F 

RN 855783-25-4 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 1- [ 4- [ 4- (cyclopropylcarbonyl ) -1- 

piperazinyl] butyl] -3, 4-dihydro-, 2 , 2 , 2-tr if luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 



CRN 855783-24-3 
CMF C22 H29 N3 03 




A 



CRN 76-05-1 
CMF C2 H F3 02 



F— h— C 



RN 855783-27-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( 4-acety 1-1 -piper az iny 1 ) butyl ] -3, 
dihydro-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 



CRN 855783-26-5 
CMF C2 0 H2 7 N3 03 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F — t — i 



•C02H 



RN 855783-29-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [4- [ (tetrahydro-2- 

furanyl) carbonyl] -1-piperazinyl] butyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 855783-28-7 
CMF C23 H31 N3 04 



0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 




-C02H 



RN 855783-31-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- ( 2-f uranylcarbonyl ) -1- 

piperazinyl] butyl] -3, 4-dihydro-, 2, 2, 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 855783-30-1 
CMF C23 H27 N3 04 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-33-4 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, l-[4-[4- (ethylsulf onyl ) -1-piperazinyl ] butyl ] - 
3, 4-dihydro-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 



CRN 855783-32-3 
CMF C20 H29 N3 04 S 




CRN 76-05-1 
CMF C2 H F3 02 



F— h— C 



855783-35-6 CAPLUS 

lH-l-Benzazepine-2, 5-dione, 1- [ 4- (hexahydro-4-methyl-lH-l , 4-diazepin-l 
yl) butyl] -3, 4-dihydro-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 



CRN 855783-34-5 
CMF C20 H29 N3 02 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-36-7 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- [4- ( 2-propen-l-yl ) -1- 
piperazinyl] butyl]- (CA INDEX NAME) 




RN 855783-37-8 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 4- ( 2 , 3 , 4 , 5-tetrahydro-2 , 5-dioxo-lH-l- 
benzazepin-l-yl) butyl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 




RN 855783-38-9 CAPLUS 



CN lH-l-Benzazepine-2, 5-dione, 3 , 4-dihydro-l- [ 4- ( 1-piperazinyl ) butyl ] - (CA 
INDEX NAME ) 




RN 855783-39-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ (IS, 4S ) -5-methyl-2 , 5- 
diazabicyclo[2.2.1]hept-2-yl]butyl]- (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 855783-40-3 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 1- [ 4- (hexahydropyrrolo [ 1 , 2 -a] pyrazin-2 ( 1H) - 
yl) butyl] -3, 4-dihydro- (CA INDEX NAME) 




RN 855783-41-4 CAPLUS 

CN 3 , 6-Diazabicyclo [3 . 2 . 0 ] heptane-3-carboxylic acid, 

6- [4- (2, 3, 4, 5-tetrahydro-2, 5-dioxo-lH-l-benzazepin-l-yl) butyl] -, 
phenylmethyl ester, (1R,5R)- (CA INDEX NAME) 



Absolute stereochemistry. 




RN 855783-42-5 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- ( IS, 5R) -3 , 6-diazabicyclo [ 3 . 2 . 0 ] hept-6- 
ylbutyl] -3, 4-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855783-43-6 CAPLUS 

CN 3 , 6-Diazabicyclo [ 3 . 2 . 0 ] heptane-3-carboxylic acid, 

6- [4- (2, 3, 4, 5-tetrahydro-2, 5-dioxo-lH-l-benzazepin-l-yl) butyl] -, 
phenylmethyl ester, (1S,5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855783-44-7 CAPLUS 



CN lH-l-Benzazepine-2 , 5-dione, 1- [ 4- ( 1R, 5S ) -3 , 6-diazabicyclo [ 3 . 2.0] hept-6- 
ylbutyl] -3, 4-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855783-46-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ ( 1R, 5S ) -3-ethyl-3 , 6- 

diazabicyclo [3 . 2. 0 ] hept-6-yl ] butyl ] -3 , 4-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855783-47-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- [ (IS, 5R) -3-methyl-3 , 6- 
diazabicyclo[3.2.0]hept-6-yl]butyl]- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855783-49-2 CAPLUS 

CN Pyrrolo [3, 4-c ] pyrrole-2 (1H) -carboxylic acid, 

hexahydro-5- [ 4- ( 2 , 3 , 4, 5-tetrahydro- 2 , 5-dioxo-lH-l-benzazepin-l-yl ) butyl ] -, 
1, 1-dimethylethyl ester, ( 3aR, 6aS ) -rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 855783-51-6 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [ (3aR, 6aS ) -hexahydropyrrolo [3, 4-c]pyrrol- 
2 (lH)-yl]butyl]-3, 4-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855783-53-8 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [ (3aR, 6aS ) -hexahydro-5-methylpyrrolo [3, 4- 
c]pyrrol-2 ( 1H) -yl ] butyl ] -3 , 4-dihydro- (CA INDEX NAME) 



Absolute stereochemistry. 



c> 



Me^ 




•o 



RN 855783-55-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- ( octahydropyrido [1,2- 
a] [1, 4]diazepin-2 (3H) -yl) butyl] - (CA INDEX NAME) 



RN 855783-57-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [ (IS, 5R, 6S ) -6- ( 4-f luorophenyl ) -3- 

azabicyclo [3 . 2 . 0] hept-3-yl] butyl] -3, 4-dihydro-, hydrochloride (1:1) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 




0 




• HC1 



RN 855783-58-3 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 3 , 4-dihydro-l- [ 4- ( 1 -piper idinyl ) butyl ] -, 
hydrochloride (1:1) (CA INDEX NAME) 



0 




• HC1 



RN 855783-60-7 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3 , 4-dihydro-l- [ 4- ( 4-methyl-l- 

piperidinyl) butyl]-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 855783-59-4 
CMF C20 H28 N2 02 



0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 




-C02H 



RN 855783-62-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- (hexahydro-lH-azepin-l-yl ) butyl ] -3,4- 
dihydro-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 855783-61-8 
CMF C20 H28 N2 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 855783-64-1 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [4- (3-methyl-l- 

piperidinyl) butyl]-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 



CRN 855783-63-0 
CMF C20 H28 N2 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— h— C02H 
F 

RN 855783-66-3 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3 , 4-dihydro-l- [ 4- ( 4-propyl-l- 

piperidinyl) butyl]-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 855783-65-2 
CMF C22 H32 N2 02 




CM 2 



CRN 76-05-1 



CMF C2 H F3 02 



F 



F — t — i 



■C02H 



RN 855783-68-5 CAPLUS 

CN lH-l-Benzazepine-2 , 5-dione, 3, 4-dihydro-l- [ 4- ( 4-morpholinyl ) butyl ] -, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 855783-67-4 
CMF C18 H24 N2 03 



RN 855783-70-9 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 3, 4-dihydro-l- [ 4- ( 4-thiomorpholinyl ) butyl ] -, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 




-C02H 



CM 



1 



CRN 855783-69-6 
CMF C18 H24 N2 02 S 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 855783-71-0 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- ( 2 , 3-dichlorophenyl ) -1- 
piperazinyl]butyl]-3, 4-dihydro- (CA INDEX NAME) 




RN 855783-73-2 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [4- [ (2, 4-dichlorophenyl ) methyl ] -1- 

piperazinyl] butyl] -3, 4-dihydro-, (2E) -2-butenedioate (9CI) (CA INDEX 
NAME) 



CM 1 



CRN 855783-72-1 

CMF C25 H29 C12 N3 02 




o 



PAGE 2-A 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 

C02H 



H02C-- 

RN 855783-76-5 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [ 4- [ 4- ( 3 , 5-dichlorophenyl ) -1- 

piperazinyl]butyl]-3, 4-dihydro-, ( 2E) -2-butenedioate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 855783-75-4 

CMF C24 H27 C12 N3 02 




(J:H2)4 

o 



CM 2 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



E 



.C02H 



H02C- 



RN 855783-78-7 CAPLUS 

CN lH-l-Benzazepine-2, 5-dione, 1- [4- [4- [3, 5-bis (trifluoromethyl ) phenyl ] -1- 
piperazinyl]butyl]-3, 4-dihydro-, (2E) -2-butenedioate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 855783-77-6 

CMF C26 H27 F6 N3 02 



0 




CM 



2 



CRN 
CMF 



110-17-8 
C4 H4 04 



Double bond geometry as shown. 




E 
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AN 2001:844929 CAPLUS Ful l-text 
DN 135:366727 

TI Benzazepine derivatives as inhibitors of hyperprolif eration disease, 
IN Goldstein, Steven W.; Longo, Kelly P.; Nagel, Arthur A.; Lowe, John 
III 

PA Pfizer Inc., USA 
SO U.S., 16 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI US 6319915 Bl 20011120 US 2000-548194 20000 

PRAI US 1999-151137P P 19990827 

OS MARPAT 135:366727 



R2 



R3. 



R4 



(CH 2 ) t C( = 0)W j 

A method of treating hyperprolif eration diseases in mammals in need of such 
treatment which method includes administering to said mammal a therapeutically 
effective amount of a compound of the formula I or a pharmaceutically 
acceptable salt, hydrate or prodrug thereof: wherein Rl = C02H, S02H, P03H, 
etc. ; R2 = H or benzotriazolyl derivative, etc.; R3 and R4 = H, alkyl, Ph, 
etc.; W = OH or amino derivative; X, Y, and Z = 0, S, CH2, SO, S02, etc.; and 
t = 1-5. 

374539-14-7 374539-15-8 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) (benzazepine derivs. as inhibitors of hyperprolif eration diseases such 
as cancer) 
374539-14-7 CAPLUS 

Urea, N- [ 7-f luoro-2 , 3 , 4 , 5-tetrahydro-2 , 5-dioxo-l- [2-oxo-2- (3, 3, 5, 5- 
tetramethy 1-1 -piper idinyl ) ethyl ] -lH-l-benzazepin-3-yl ] -N ' - [ 3- ( 2H-tetrazol- 
5-yl ) phenyl ] - (CA INDEX NAME) 




374539-15-8 CAPLUS 

Urea, N- [ 7-f luoro-2 , 3 , 4, 5-tetrahydro-2 , 5-dioxo-l- [2-oxo-2- (2, 2,6,6- 
tetramethy 1-1 -piper idinyl ) ethyl ] -lH-l-benzazepin-3-yl ] -N ' - [ 3- ( 2H-tetrazol- 
5-yl ) phenyl ] - (CA INDEX NAME) 
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TI Pharmaceutical compositions containing N-substituted azaheterocyclic 
compounds for the treatment of indications related to angiogenesis 

IN Hansen, Anker Jon; Jorgensen, Tine Krogh; Olsen, Uffe Bang 

PA Novo Nordisk A/S, Den. 

SO PCT Int. Appl., 120 pp. 
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DT Patent 
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AB The present invention relates to the use of N-substituted azaheterocyclic 
compds . or salts thereof, for the treatment of conditions related to 
angiogenesis. N-substituted azaheterocyclic compds. decreased the vessel area 
of neovascularization of mouse cornea by 30-50%. A tablet contained a N- 
substituted azaheterocyclic compound 100, silicone dioxide 1.5, microcryst. 
cellulose 70, modified cellulose gum 7.5, in the core, and hydroxypropyl Me 
cellulose 9, and Mywacett 9-40T 0.9 mg in the coating. 

IT I83614--69--3 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) (pharmaceutical compns. containing N-substituted azaheterocyclic compds. 
for treatment of indications related to angiogenesis) 
RN 183614-69-9 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [ 3- ( 6 , 1 l-dihydro-6 , 1 l-dioxo-5H- 
dibenz [b, e] azepin-5-yl ) propyl ] -, (3R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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TI Novel heterocyclic compounds for treatment of pain and/or inflammation 
IN Joergensen, Tine Krogh; Andersen, Knud Erik; Andersen, Henrik Sune; 

Hohlweg, Rolf; Madsen, Peter; Olsen, Uffe Bang 
PA Novo Nordisk A/s, Den. 
SO PCT Int. Appl., 55 pp. 
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DT Patent 
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OS MARPAT 126:8146 
GI 




X. 



(CH 2 )pY(CH 2 )q^ 
(CH 2 )r 
k- (CH 2 )n 




R3 (CH 2 ) n COR5 



I 




•C02H 



II 



AB Compds. I [Rl, R2 = H, halo, CF3, OH, alkyl, alkoxy; Y = various trivalent 
branched radicals: CH2N(CH2), C0N(CH2), (CH2)NC0, CH:C(CH2), 0CH(CH2), 
(CH2)CH0, SCH(CH2), etc. (fragments in parentheses not in ring); X = 0, S, 
CR6R7, CH2CH2, CH:CHCH2, C0CH2, 0CH2, CH20, SCH2, NR8 , NR9, etc.; q, p = 0, 1 ; 
r = 1-3; m = 1, 2; n = 1 when m = 1; n = 0 when m = 2 ; R3 , R4 = H, or R3R4 = 
bond when m = 2 ; R5 = OH, alkoxy; R6-R9 = H, alkyl] and their pharmaceutically 
acceptable salts are disclosed. The invention also relates to esters of I, 
methods of preparation of I, compns. containing the compds., and their use for 
the clin. treatment of painful, hyperalgesic and/or inflammatory conditions in 
which C-fibers play a pathophysiol . role by eliciting neurogenic pain or 
inflammation. For example, 6, ll-dihydro-5H-dibenz [b, e] azepine was subjected 
to a sequence of: N-acylation with C1CH2CH2COC1 (100%), reduction of carbonyl 
with LiAlH4, amination of the chloride with (R) -3-piperidinecarboxylic acid Et 
ester tartrate (42%), and alkaline hydrolysis and acidification of the ester 
(74%), to give title compound II.HC1. At 0 . 1 mg/kg in mice, II.HC1 gave 36% 
inhibition of formalin-induced paw pain response. 

IT 183614-96-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of tricyclic azaheterocyclic carboxylic acids as 
analgesics and antiinflammatories) 
RN 183614-96-2 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [3- (6, ll-dihydro-6, ll-dioxo-5H- 

dibenz [b, e] azepin-5-yl ) propyl ] -, ethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of tricyclic azaheterocyclic carboxylic acids as analgesics and 
antiinflammatories ) 



0 




IT 



183614-6 2-2? 18 3614-69-9? 



RN 183614-62-2 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [3- (6, ll-dihydro-6, ll-dioxo-5H- 

dibenz [b, e] azepin-5-yl ) propyl ] -, monohydrochloride, (R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HC1 



RN 183614-69-9 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [3- (6, ll-dihydro-6, ll-dioxo-5H- 
dibenz [b, e] azepin-5-yl ) propyl ] -, (3R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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AN 1994:134252 CAPLUS Fu ll -text 

DN 120:134252 

OREF 120:23639a, 23642a 

TI New [dibenzo [b, e] azepin-5-yl] acetamides with anticonvulsant activity 

AU Viti, G.; Giannotti, D.; Altamura, M. ; Ricci, R.; Volterra, G. ; Lecci, A.; 

Borsini, F . ; Pestellini, V. 
CS Chem. Dep., Menarini Sri, Florence, Italy 

SO European Journal of Medicinal Chemistry (1993), 28(5), 439-45 

CODEN: EJMCA5; ISSN: 0223-5234 
DT Journal 
LA English 

OS CASREACT 120:134252 
GI 



AB Title compds., e.g. I [Rl = NH2, NHMe, NHEt, NMe2, NEt2, NHCHMe2, 

cyclopropylamino, 3-F3CC6H4NH, pyrrolidine morpholino, 3-carbamoylpiperidino, 
4-methylpiperazino, 4- ( 3-trif luoromethylphenyl ) piperazino, R2 = H, CI, X = 0, 
CH2, H,OH, H, OEt ] , were prepared via amidation reactions of I (Rl = OH) and 
tested for anticonvulsant activity. Many I are more potent than ethosuximide 
and display relatively low neurotoxicity. 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) (preparation and anticonvulsant activity of) 
RN 153007-15-9 CAPLUS 

CN 5H-Dibenz [b, e] azepine-6, 11-dione, 5- [ 2-oxo-2- ( 1-pyrrolidinyl ) ethyl ] - (CA 
INDEX NAME) 




I 



IT 



'-18-2P 1530! 




RN 153007-16-0 CAPLUS 

CN 5H-Dibenz [b, e] azepine-6, 11-dione, 5- [ 2- ( 4-morpholinyl ) -2-oxoethyl ] - (CA 
INDEX NAME) 




RN 153007-17-1 CAPLUS 

CN 3-Piperidinecarboxamide, 1- [2- (6, ll-dihydro-6 , ll-dioxo-5H- 
dibenz [b, e] azepin-5-yl) acetyl] - (CA INDEX NAME) 




RN 153007-18-2 CAPLUS 

CN 5H-Dibenz [b, e] azepine-6, 11-dione, 5- [ 2- ( 4-methyl-l-piperazinyl ) -2- 
oxoethyl]- (CA INDEX NAME) 




RN 153007-19-3 CAPLUS 

CN 5H-Dibenz [b, e] azepine-6, 11-dione, 5- [2-oxo-2- [4- [3- 

(trifluoromethyl)phenyl]-l-piperazinyl]ethyl]- (CA INDEX NAME) 
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AN 1992:203129 CAPLUS Ful l -text 

DN 116:203129 

OREF 116 :34259a, 34262a 

TI Spectroelectrochemistry of aromatic ligands and their derivatives. III. 
Binuclear transition metal complexes of copper ( I ) , molybdenum ( 0 ) , and 
rhenium(I) with 2 , 2 ' -bipyrimidine . [Erratum to document cited in 
CA116 (2) : 12392f ] 

AU Braterman, Paul S.; Song, Jae Inh; Kohlmann, Stephan; Vogler, Conny; Kaim, 
Wolfgang 

CS Dep. Chem., Univ. North Texas, Denton, TX, 76203-5068, USA 
SO Journal of Organometallic Chemistry (1992), 424(1), C2 

CODEN: JORCAI; ISSN: 0022-328X 
DT Journal 
LA English 

AB Errors in Table 1 have been corrected The errors were not reflected in the 

abstract or the index entries. 
IT 12 42-73-5 

RL: PRP (Properties) 

(electrochem. reduction and visible spectra of (Erratum) ) 
RN 1242-73-5 CAPLUS 

CN 5H-Dibenz [b,e]azepine-6,ll-dione, 5- [2- ( 1 -piper idinyl ) ethyl ] -, 
hydrochloride (1:1) (CA INDEX NAME) 




• HC1 
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AN 1992:12392 CAPLUS Full-text 

DN 116:12392 

OREF 116:2159a, 2162a 

TI Spectroelectrochemistry of aromatic ligands and their derivatives. III. 

Binuclear transition metal complexes of copper ( I ) , molybdenum ( 0 ) , and 

rhenium(I) with 2 , 2 ' -bipyrimidine 
AU Braterman, Paul S.; Song, Jae Inh; Kohlmann, Stephan; Vogler, Conny; Kaim, 

Wolfgang 

CS Dep. Chem., Univ. North Texas, Denton, TX, 76203-5068, USA 
SO Journal of Organometallic Chemistry (1991), 411(1-2), 207-13 

CODEN: JORCAI; ISSN: 0022-328X 
DT Journal 
LA English 

AB The binuclear complexes [Mo (CO) 4 ] 2 (bpym) (I), [Re (CO) 3C1 ] 2 (bpym) (II), and 

[ [Cu (PPh3 ) 2 ] 2 (bpym) ] 2+ (III) (where bpym is bipyrimidine) were subjected to 1- 
and (for I, III) 2-electron reduction, and the products were studied in situ 
by UV-Vis-NIR spectroscopy. The spectra were assigned in terms of a simple 
HMO scheme, in which the reduction orbital is ligand n ( 7 ) , related to 7C(7) of 
biphenyl, the transition n ( 6 ) — > n(l) moves to lower energy on successive 
reduction, and bands observed in the near IR-visible region are due to 
transitions from 71(7) to higher unoccupied orbitals. Detailed assignments are 
directly related to those of other singly and doubly reduced azabiphenyls ; the 
bpym dianion was characterized for the 1st time. 

IT 12 42-73-5 

RL: PRP (Properties) 

(electrochem. reduction and visible spectra of) 

RN 1242-73-5 CAPLUS 

CN 5H-Dibenz [b, e] azepine-6, 11-dione, 5- [2- (1-piperidinyl) ethyl] -, 
hydrochloride (1:1) (CA INDEX NAME) 




• HC1 
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AN 1965:29635 CAPLUS Full-text 
DN 62:29635 
OREF 62:5255g-h 

TI Derivatives of morphanthridine 

AU Werner, L. H.; Ricca, S . ; Mohacsi, E . ; Rossi, A.; Arya, V. P. 
CS CIBA Corp., Summit, NJ 

SO Journal of Medicinal Chemistry (1965), 8(1), 74-80 

CODEN: JMCMAR; ISSN: 0022-2623 
DT Journal 
LA English 

GI For diagram(s), see printed CA Issue. 

AB The Schmidt reaction products of monosubstituted anthraquinones were studied. 

The resulting mixts. of isomeric morphanthr idine-6 , 1 1-diones were separated by 
crystallization and the structure of some of the isomers was determined 
Reduction of morphanthridine-6 , 11-dione (I) gave 6-morphanthridone (II) and 
5 , 6-dihydromorphanthridine . The 5-dialkylaminoalkyl derivs. of I and of II 
showed interesting antispasmodic activity; 5- ( 2-imidazolinylmethyl ) -5 , 6- 
dihydromorphanthridine (III) was of particular interest because of its effect 
on aconitine-induced cardiac arrhythmias. 
IT 1242-73-5P, 6, 11 (5H) -Morphanthridinedione, 5- ( 2-piper idinoethyl ) -, 
hydrochloride 
RL: PREP (Preparation) 
(preparation of) 
RN 1242-73-5 CAPLUS 

CN 5H-Dibenz [b, e] azepine-6, 11-dione, 5- [2- ( 1-piper idinyl ) ethyl] -, 
hydrochloride (1:1) (CA INDEX NAME) 




• HC1 
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